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(54) ffiWOZm] 4- (3 — f >H»JJV> -fS^V-MPIft 



(57) [gift] 

[IRS] -f>^-o^^fy-6 (IL-6)S4W 



[ft 3] 

R5 




Hfc4] 




[ft2 ] 



\=A R 4 



i?6 



WnT^m. 2 - 7 x -;l-xf;H i 2-7 

mix& 4 - (3 — i >• k u ,/p ) ^ 5 ry-zussiKa 



: ( 2 ) 0 0 2- 1 1 4 7 8 0 ( P 2 0 0 2 — 1 1 4 7 S 0 A ) 



r-fti } 




-R 1 



[fL2] 



-a 



R 3 



, . 3 ^/t 7 * O T)l * )Vm £ tl It i> T J m & Tfi-f . ) 
[fL3] 



R5 



Ut4] 




A,*UTIV*)V& . 2 - 7 x -/I^Xf-^Si^ti 2-7 

x^xf-;ll^^t„ ) X-mZix&mt^-f* ] T" 
^$iil>4- (3-A>VV)l) A ^W-)VVmfo£ 

[0001] 

- 6 ( I L- 6 ) *4a»fPfflS:1W4 4 - ( 3 - >f >• 

mem?*. 

[0002] 

[f£*tf)£$ffi] A y?-nA*>-6 (lL-6)fl)R 
Tli . I L - 6 tf) > ^MEil^PISf- 4 ; i tf%W£ 

femmz%*)%&zttfm£ztiT\,>z>> x-.>x. il 

[0()0 3]-jJ. 4 - ( 3 - 4 >' F »J ;t' ) -f 5 7V- 



iimmt IX It. #RKF2 - 1 S 8 5 7 9-9&«KZ4 
- ( 3 - 4 > F U )l )• - 5 - (4-X|^>7i 
-2-7x-/M i7y-/l-//^§ilti,'l./;\ I L 

[ 0 0 0 4] 

[*WI(j)!LJ: 5 t tSUiHJ A > 

?-nA*>-6 ( I L-6) SifPHfffflSr^Tfift 

[0005] 

[i$II£M&tS^<WS] 

Q>f*>-6 ( I L-6) S^ffl^flBSrW-rait^tt 
&IK£ttft LfcttJL *SS«4 - ( 3 - -f > H !M ••) 

[00 06] t^*>*^BJ(i. 

[0007] 

[■ft 5] 



R 1 



[00 08] [3W, RMisK 

[0009] 

[ -ft 6 ] 

[00 10] R'aimMiH-iJfckmfc-s-t 

3 4f > C , . 3 ^/l- 7;M" a 7Vt ^r/W-iS i fcte x 7 7 

[00 11] 
[-ft7] 




R5 



[00 12] RNiAnfySfrSt., ) T 

H $ i t £S i £(2 C 3 . 6 > 9 D T ;l *)vm t^L , R 2 U 

[0013] 
Ut8] 




[00 14] (3*+, RHtC^eTil^il^^m. C 



! (3) 002-1 1 4 7S0 (P200 2-1 1 4 7S0A) 



i - e . TA *A 7Jl-7 ■< -/I S, C 2 . f y7;l *)V7 5 7 
S. C , . ^ ;L 7>[^\i Til % ii .1,6 . 2-7i-(txf 
• Jimttzli2-7 x-ilXT-iimztjkt. ) xmZix 
l>S*-^t <. ] TflSflM - ( 3—4 >■ h* 'J/1-) 4 S 

h. 

[0015] 

t immm 1 -6 *>iiMifcii#attw7/u*7i4£*s 

Dt'/Pg, 7>/lS, -f V7>/1S. sec-7"f-;lS, te 
S. -f V^f^l^aqWf 4>ft4. 

[ooi6]ad jr-> im^t (i7 -y*fl(^ , tmm?. 
[0017] c,. e r/t-3#^at(i««»i--6<oi: 

«4fctt#8*to7/l'3*>'££»fcU (A* or* 

>'S. Xh^fyl, 7'D^i^S. >f y/D^yl, 
7>df>-S, 4V:7>*vS. sec-7> tert- 

[00 18] C,- 3 ^/|,-7/P3j-aT;l.df^Si:(±^Sjg[ 
l - 3 Oiig(4/i(i^^7;l.-jj-n7^^;PSS:E^ 

/US. /\r^ 77M-o7*n tVl-S^ar^ff & c i: 
4. 

[00 19] C,. e 7/l^/l^gite^Sin--6?) 
1384 fzliftftftcoT/i * tl I , Mifcf ^ 

i-)i+*m, x^A^m. rotvi-f-jfs. 7>;if- 

[ 0 0 2 0 3 C 3 . 6 ^? D7/Mf/l'*fcttift*ft3~6 
7 n 7/U* /IS SrSKjc L . ffl *. (iV 7 n 7*o t°/P 



S. y;n/fAi, >^n^>^-/iS. >^Q/\dfv 

[0021] CwTivtyvw? < -iigtimmt 

-/IS. 7Dt/W/l-7^-/H, 7"f7U.77U7 4 

S. < 7 7>n 7/1, 7 -f-yt-S. s<y+A'X)i-7 j -a- 
S. ^.^y /k7;i-7 -f -yi'S^W^iil.. 
[ 0 0 2 2 3 C 2 - e y 7/1, * iVT $ V 2 i (JJSRft 2 - 
8 OH® 4 fctiftfttf^'TVi^ /i-r $ /gfcgifc u 

/i/rs/g. >wvrotvi-7$ys, >'7>;i/7$.7 
[0023] 4*. fflUtf 

[ 0 0 2 4 3 4fc. it ( 1 ) ^ft-^ftrti. *<7M 5 

[00253 
[(1:9 3 




y- r 1 




[00263 R i aw f R*ttmetiBiiai'r* 
) 

[00273 
[ftl 0] 





R 1 CHO 
AcONH« 




[0 0 28 3 R'^R^ifjie^PlSJlT^ 
t. ) 

t=5f ;b t> . HiSSO 3 - .< y y -A? OX* i-Uffi ?ny 
A H t 0 , N — f-yt- 1 K DJf isll-7 5 ✓ t ^Xi! 



— < >-K-/l-7' , J.t :3 ry-/Hg7i K ( 2) fc^'J-TK 
i(R 2 MgX) T»-ri» C t J: 0 1 , 2 - >'7" h 
> ( 3 ) & ft&Zti)<X'£&* 

[00 29 ] CCT", KE«iyXf/U-f/k f 
l> 7 1 V a 7 7 ym^x.-^A^MMr ffli > I, z t ftX 
# , Jl(i - 2 0 'C-SST J) & „ 



! ( 4 ) 0 0 2 - 1 1 4 7 S 0 ( P 2 0 0 2 - 1 1 4 7 S 0 A ) 



[ 0 0 3 0 ] mz . 1 . 2 - Vtr Y >■ ( 3 ) t Til fh 
(4 ) £f#4Cfc#T£4. 

[00 32] 

H 
N 



( I L-6 ) *4JmM*fflSr*L., 1 L-6<^*J(tat± 
[ 0 0 3 3] 

^bj r secif acsiBj t •& . * fc . utepy 1 - 2 2 n «t 

[0034] 

[HI ] 
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SIAOS46 


4-Br-2-tL i eny t 


4-CF s C.H4 
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SKA0947 


4-MeCeH4 


4-CF 9 C.H« 


3 


SKA094 8 


4-MeOCoH, 


4-CF.C.HV 


4 


SKA095S 


4-Br-2-th i eny 1 


4-MeSCeH4 


j 


SKA0956 


cycloheiyl 


4-MeSC«H4 


6 


SKA0966 


4-Br-2-th i eny 1 


4-Me»NCeH« 


7 


SKA0967 


4-MeCeH« 


4-Me 2 NC 8 H4 


8 


SKA0971 


4-MeCaH4 


2-pyridyl 


9 


SKA0972 


4-Br-2-thi eny 1 


2-pyridyl | 


10 


SKA0973 


eye 1 ohexy ! 


2-pyridyl 


11 


SXA0987 


C 6 H 5 


4-(C«H 5 CH=CH)CeH < 



[0 0 3 5] 



[H2] 



■ ( 5 ) 0 0 2- 1 1 4 7 S 0 ( P 2 0 0 2 - 1 1 4 7 8 0 A ) 
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■K 
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^ V*r 3 t 6iJ 4 


J ^ II /* II r"n\ ii i. 

4- Vl 6HbCH = CH; leH4 


1 3 


SKA0991 




4-lr 3L6H4 


14 




? - r F <, r ,. t i 


4- ((,6H 6 CH=CB) 1 8H4 


15 






J P 1 r* 0 n 

4-CFa CeH^ 


16 


SKA1 0 1 8 


PV/ 1 1 flli 0 7V 1 

i yt i oucAy i 


4-CFs CgH< 


17 


SKA0957 




i U a c a n ir 


1 8 


SKA09S8 

kj a. n v v v O 


P V P 1 n h A v t; 1 


J l j _ *"» ri y it 

4-Meb0C6H4 


19 


SKA09 89 


f «ff fi 

v 6 O 6 


J / #"» TT r* TT ntr \ /1 T . 

4-(LbHsCH2CH2>C6H4 ! 


20 


SKA0990 


4-CF.CsIh 


4-(C s HbCH 2 CH 2 )C s H4 


21 


SKA1002 


2-CF.C.Ih 


4-(C«H 6 CH 2 CH 2 )C«H 4 


22 


SKA1013 


2.6-F:C 6 H, 


4-(C.H 6 CH 2 CH2)C.H, 



[0036] mm 1 

4 >' H -/P- 3 - 9 0 H -9 u y 4 K (21 . 65g, 10 

4mmol ) t N . 0 - K yyl 7 5 yt&W& (1 

0. 5g, lOSnnol ) £ a .7 > (100ml ) tz^ft? L , 
Tf'JvXl9g,238nl)$r)STU^. RJ6»T«. INft 

^MJ-> (1:4)] T'mSL. MM:*«1 (17.9s) 

1 H-NMR (200MHz , CDC1 S ) $ : 3. 36(s, 3H) . 3. 76 (s . 3H) . 7. 24- 

7.44(m.3H),7.Sl(d,J=2.5Hz,lH),S.32(dd,J=2.0,7.0Hz, 
lH),9.38(bs,lH)„ 
[00 37] ##^1J2 

.1 - ( 3 — f y K 'J/U) - 2 - [ 4 - ( h 'J -yiVJsn -A 
f 'l- ) 7 x -il ] x7 >->"7j- >- . 
N-*h*>—N-* f-./l— 3 -4 > K -/U^ «J * > 
/U87 $ K (13.3g.57. 3mmol ) Or h> 7 1 K D 7 y y 
(70ml ) >|tfft(C.7jcft s T\ 4- ( h U 7)VJ[UX^)V) 7 
i-^7/^>")A7D7>f K [4-7"nt\>"/|-ij 
7tV%y4 K (25.6s. 114mnol ) t7^y-)i, (2.70 
S. 1 17mmol ) > A»<>iWH ] O-r h 7 t H O 7 y V ( 250ra 

i) jg»£«TU 2*mmLtz. -mmk. Mz 



ifA-^DD*K (1:4)] (CT»«L-C. Hll 

1 H-NMR(200MHz. CDC1 3 )$:7. 32-7. 51 (m. 3H) , 7. 76(d . J=SH 
z. 2H) . 8. 01 (d . J=3Hz . 1H) , S. 23 (d . J=SHz , 2H) . 8. 44-8. 52 
(m.lH),8.SS(bs,lH), 

[oo3s] m-ms 

.1 - (3-j>]<<)il) -2- (4-^fW7x- 

1 H-NMR (200MHz, DMS0-d 6 ) $ : 2. 55 (s. 3H) . 7. 27-7. 36 (m . 2 
H).7.44(d.J=S.6Hz.2H).7.52-7.58(m.lH).7.S8(d.J=8.6 
Hz.2H) .8. 15(s. 1H) .S. 17-8. 23 (■. 1H). 12. 40(brs. 1H) . 
[0039] mM4 

.1- [4- (^^757) 7i^] -2- (3- 

^>-Hy/i) xfyi?ty. 

1 H-NMR (200MHz , DMSOd 6 ) 8 : 3. 05 (s. 6H) , 6 . 7S (d . J=9. 2H 
z.2H). 7.24-7. 33(m.2H). 7. 50-7. 57(m.lH). 7.77 (d.J=9.2 
Hz.2H). S.04(s. 1H) .8. 15-8. 22(m. 1H) , 12. 27(brs. 1H) . 
[0040] ##^IJ5 

.1 - ( 3 - -i v K [) iv- ) - 2 - ( 2 - £ U ) >• 

>' _ 

1 H-NMR (200MHz, DMS0-d 6 ) o :7. 26-7. 34 (m. 2H) ,7. 51-7. 58 
On . 1 H) , 7. 69-7 . 76 ( m. 1 H) , 8 . 09-8 . 23 (m . 3H) , 8 . 1 4 (s . 1 H) , 
S.67-S. 71(m.lH),12.34(brs.lH)„ 
[0 04 1] ##f5<16 

.(E) - 1 - ( 3-4 >-K '.)/!-) - 2 - [4 - (2-7 

x x ;L x -rxyl,-) 7 x x il- ] x f > iff y 

1 H-NMR (200MHz. DMSI>d e ) o :7. 27-7. 48 (a. 7H) , 7. 52-7. 61 



■ ( 6 ) 002-1 147S0 (P 2002-1147 8 OA) 



(»UH).7.6S(dd..J=1.5.S.4Hz,2H),7.S2(d,J=8.6Hz,2H). 
7.9S(d,J=8.6Hz.2H) ,8. 19 (s. lH).S.22-8.27(ni.lH) , 12.4 
2(brs, 1H) S 
[004 2] ##(0J7 

. ( Z ) - 1 - ( 3 -4 > F OH ) - 2 - [ 4 - (2-7 

1- ;lif-;H 7i-/l-] x^> > ; 5j-> 

1 H-NMR (200MHz , DMSO-d f ) <J : 6 . 71 (d . J= 1 2 . 5Hz , 1H ) , 6 . 84 
(d. J=12. 5Hz. 1H) . 7. 20-7. 36 On, 7H) . 7 . 42 (d . J=S. 4Hz, 2 
H) . 7. 52-7. 5S(m, 1H) ,7. S5(d, J=8. 4Hz . 2H) , 8. 17-8. 23(m, 
lH),8.1S(s,lH).12.42(brs.lH) v 

[0043] wtm i 

2- (4-7'nt-2-fx-;M -4- ( 3 - -f > F 
0>l) -5 - [4- (h^WD^fA-) 7x-/l], 

- 1 H-4 S ^v'-;L (SKA0946) 

1 - ( 3 ->f > F 'JA ) - 2 - ( 4 - F 'J 7.H*oA* 
)V7 3L-H) xfyisj-y (159mg,0.50mino] ) , ifigr 
>^-r>^ (385mg,5.0mmol ) , 4 -/nt- 2 
7 x >'^;t stf^-tfVl-T t F (191mg.l.0mol) c7)g^|g 

(5.0ml) igf&S-jSST. SittfflHJfU!:, RIE1*, tt 

w^sh-f o^MmmzDuit&m&t u mm^+n 

V : PigXf ;l= 6 : 1 3:1 ) C «k 0»«L . * 
IUfc^tt (165mg) £f#/2* 

'H-NMR (500MHz, DMS0-d 6 ) 8 :6.99(m,lH) .7. 14(d, J=7.9H 

z,lH),7.17(m,lH).7.51(d.J=8.2Hz.lH).7.55(d,J=8.3H 

z,2H),7.64(d.J=1.3Hz,lH),7.68(d.J=2.5Hz.lH).7.70 

(d,J=1.3Hz,lH).7.78(d.J=8.3Hz,2H),11.59(brs,lH),l 

2.89(brs,lH). 

mm 1 1 mmotmz x o iaT<05W*M2~ 1 6 

[0044] HJSCT2 

.4- ( 3--f >'F'J;l) - 2- (4-^f/L-7i-/l) 

- 5 - [ 4 - ( F D 7yl ^n.X f-/l- ) 7 x -;L ] - 1 H 
-4 5 rv"-/l (SKA0947) 

1 H-NMR (200MHz , DMSO-d e ) 8 : 2 . 34 (s, 3H) , 6. 97 (m. 1H) . 7. 1 
2(d.J=7.6Hz,lH),7.16(m,lH),7.29(d,.l=8.1Hz.2H),7.50 
(d, J=7. 5Hz . 1H) , 7 . 82 (d , J=8. 1Hz, 2H) . 7 . 99 (d , J=8. OHz , 2 
H) . 11 . 56 (s, 1H) , 12. 63 (s, 

[0045] mums 

4- ( 3— f y]<i)>l>) -2- h=Jf>'7x- 
.'!') -5 - [4- ( l-y 7;lJfn^f-;U) 7x-7l ] - 
.1 H-4 57"V-;KSKA094S) 

1 H-NMR (200MHz, l)MS0-d 6 ) 5- : 3. 81 (s. 3H) . 6. 85-7. 23 (m. 3 
H),7.04(d,J=S.5Hz.2H)J.52(i».lH).7.54(d,J=S.6Hz,2 
H).7.67(d.J=2.3Hz,lH).7.S2(d > J=S.5Hz.2H),S.03(d,,J= 
8. 6Hz . 2H) , 1 1 . 55 (brs, 1 H) . 12 . 55 (brs . 1 H ) . 

[0046] mmm 

2- (4-7"n^-2-f-x-;l.-) -4- (3-4 VY 



V H ) - 5 - ( 4 7 x ~)l ) - 1 H - i $ 

7V-/1 (SKA0955) 

1 H-NMR ( 500MHz . DMSO-de ) o 2 . 50(s . 3H) . 6. 97 On. 1H) . 7 . 10 
(d . .1=8. OHz , 2H) . 7. 09-7. 22 (m, 2H) . 7 . 4S (in, 1H) , 7. 51 (d , J 
=S.0Hz,2H),7.56-7.73(m.2H),7.65(s,lH),11.31(brs,l 
H).11.69(brs,lH). 

[0047] mm\5 

2-y;PM>/l-4- (3-4 > F U >l ) -5-. 
(4 -Xf/lf-|7 x =~)i ) -lH-^$ .yv-/KSKA 
0956) 

1 H-NMR (500MHz , DMS0-d 6 ) 0 : 1 . 26 ( m, 1H) , 1 . 29-1 . 42 (111 , 2 
H) . 1 . 53-1 . 66 (ra, 2H) . 1 . 69(m , 1H) , 1 . 75-1 . 86 (n. 2H) . 1 . 94 
-2.03(m.2H).2.39(s,3H).2.69(m,lH),6.93(m,lH),7.04 
(d , J=8. 2Hz , 2H) , 7. 05-7. 16 On. 2H) , 7 . 37 (brd . 1H) , 7 . 44 
(d,J=S.2Hz,lH),7.47(d,J=8.2Hz,2H),7.47(d,J=2.8Hz.l 
H).ll-35(s,lH).U.67(s.lH). 

[0048] mmme 

2- (4-/Dx-2-fx-;H - 4- [4- ( is* _ 
f)VT 5 J ) 7x-.il] - 5 - ( 3 -4 > F OH) - 1 . 
H — 4 5 y V-/1 (SKA0966) 

1 H-NMR ( 500MHz , CDC 1 3 ) o 2. 93 (s , 6H) . 6 . 04 (d , J=7. 7Hz . 2 
H) ,7. 100n. 1H) ,7. 19(brs, 1H) ,7.230n, 1H) ,7.30 (brs. 1 
H) ,7. 36(brs, 1H) . 7. 42 (d. J=8. 3Hz. 1H) , 7. 46(brs. 2H) .7. 
60(brs,lH).8.2S(brs,lHh 

[0049] mmi 

4- [4- (>'Xf-;FT57) 7i-;l] -5- (3~. 
J>\ tt JA>) - 2- (4->fil7i-;l) - 1 H-4 . 
5 7"V-/1- (SKA0967) 

1 H-NMR ( 500MHz . CDC 1 3 ) 2 . 93 (s . 6H ) , 6 . 65 ( d , J=7 . 8Hz , 2 
H) ,7.09(m, 1H) . 7. 22(m, 1H) , 7. 25(d. J=7.3Hz. 2H) , 7. 38(b 
rs.lH).7.41(d,J=8.2Hz,lH),7.50(brd.2H).7.61(d,J=7. 
3Hz,lH),7.82(d,J=8.2Hz,2H).8.29(brs,lH) 0 

[oo5o] mw*i8 

4- ( 3-4 VY0)l ) -2- (4-^f/L-7i-;K . 
_ 5 _ ( 2 - 1° U ) - 1 H - A 5 ? V-7l-(SKA097 
1) 

1 H-NMR(500MHz, DMS0-d 6 ) 8 : 2. 36(s. 3H) ,6. 96 (m, 1H) . 7. 0 
8-7. 16(m,2H),7.29(d,J=8.1Hz,2H). 7.44 (m.lH).7.62 
(m. 1H) , 7. 71 On, 1H) , 7. 85 (d, J=2. 6Hz, 1H) , 7. 88(d, J=7.9H 
z,lH),S.01(d.J=7.9Hz.2H),S.35(d..J4.1Hz,lH),11.37 
(s.1H).12.53(s,1H), 

[0051] mmm9 

2 - ( 4 - 7"n^ - 2 ) - 4 - ( 3 -A > F. 
JJ /I- ) - 5 - ( 2 - f 'J > )V ) - 1 H - A 5 7'V -;l-(S 
KA0972) 

1 H-NMR ( 500MHz , DMS0-d e ) o : 6. 97 On , 1H) . 7 . 08-7 . 2 1 (in . 2 
H) .7. 31 (d , ,1=6. 6Hz , 1H) , 7. 44 (s. 1H) , 7. 61 On. 1H) . 7. 67 
(s,lH).7.71(s,lH).7.80(d,J=6.8Hz,lH),7.89(brs.lH). 
S. 38 (brs, 1H) ,11. 42 (brs, 1H) , 12. 80 (brs, 1H) . 

[0052] mmn 1 o 



; ( 7) 0 0 2- 1 1 4 780 (P2002- 1 1 4 7S0A) 



2-v y > >v- 4 - (3-iy |> 0 iv ) -5- 
. ( 2 - t 1 'J >)V ) - 1 H - 4 = f\> '-A (SKA0973) 
1 H-NMR (200MHz. CDC] 3 ) o : 1. 12-1. 9S(m, SH) . 2. 08-2. 25 
(m, 2H) ,2. 85(m, 1H) . 6. 92-7. 09(m. 2H) . 7. 17 (m. 1H) , 7. 23- 
7.410n.4H),7.45(d.J=2.4Hz,lH).S.48(d,J=4.7Hz.lH), 
8.80<brs,lH),. 

[0053] mm 1 1 

.(E) -4- (3 -A >'Y0>V) -2-7i-)l-5- 
[4- (2-7x-;Hf-A) 7iZ/H - 1 H-^f 
i ?'V-;l-;(SKA09S7) 

1 H-NMR(500MHz.CDCl J )#:7.06(s,2H),7.12(nUH),7.21- 
7. 29(m. 2H) . 7. 31-7. 3S (in. 2H) . 7. 35-7. 43 (m. 4H) . 7. 43-7. 
56 On, 6H) , 7. 69(brd, 2H) ,7.94 (d. J=7. 4Hz , 2H) , 8. 44 (brs, 
lH),9.40(brs,lHL 

[0054] mtm 1 2 

.(E) -4- (3-4>K!M) -5- [4- (2-7 
x^l-Xf-yl.) 7x-)V] -2 - [4- (h<j7/V* 
p^)V) 7x~!V] -lH--f $rv"-;l-(SKA09&8) 
i H-NMR (500MHz. CDC1 3 ) £ :7.08(s,2H) ,7. 14 (m, 1H) ,7.22- 
7. 32(m.2H) , 7. 32-7. 38 (111. 2H) . 7. 35 (t . J=7. 6Hz, 2H) . 7. 39 

-7.45(m,3H),7.45-7.53(m.3H).7.54(m.lH).7.72(d,J=S. 
3Hz. 4H) , 8. 41 (brs, 1H) , 9. 47 (brs, 1H) . 

[0055] mmmi 3 

.4- (3 -A>Y[)iV) -2-7X-/1-- 5- f 1 

. ( MJ 7yM"0^ f-./l ) 7 x - 1 H - 4 $ ?V- 

/MSKA0991) 

> H-NMR (500MHz , CDC1 3 ) 8: 7. 15(m, 1H) . 7. 29 On. 1H) , 7. 38 
(d, J=2.5Hz. 1H), 7.41(di, 1H) ,7.42-7. 53(m.6H) ,7.85(d,J 
=6. 9Hz.2H) . 7. 93(d, J=7. 3Hz, 2H) , S. 46(brs. 1H) , 9. 36(br 
s.lHh 

[0056] mi&mi4 

(Z) -4- ( 3 --f > F 'J /U ) -5- [4- (2-7 
i-'^f-/H 7x^/1] -2 - [2 - (r-0 7/M" 
p^/U) 7x^/1] - 1 H-j Sry-;KSKA1001) 
' H-NMR (500MHz , CDCl 3 ) $ :6. 55(s. 2H) , 7. 09-7. 22 (m, 6H) , 
7. 22-7. 30 (m. 4H) , 7. 35 (m. 1H) . 7. 42 (d , J=7. 3Hz . 1H) , 7. 47 
-7.55 0n,2H),7.60-7.720n.2H),7.78(d,J=7.8Hz.lH).8.2 
1 (d , J=7. 8Hz . 1 H) , S. 48 ( brs , 1H) . 9. 42 (brs, 1H) . 

[0057] mm 1 5 

.2- [2. 6-y7;L^D7x-4-] -4- (3~-f>' 
K'J/P) -5- [4- ( MJ 7/M-n.Xf-/iO 7ii 
/I ] - 1 H - A 5 ^/-yl- (SKA1014) 

1 H-NMR (500MHz , CDCl s )d:7. 03-7. 1 1 On, 2H) , 7 . 15 (m , 1H) , 

7.29(m,lH).7.34(in,lH).7.3S(d,J=2.5Hz,lH).7.42-7.53 
On, 4H ) , 7 . 87 ( brs , 2H ) , 8 . 5 1 ( brs , 1 H ) , 9 . 72 ( br s , 1 H ) . 

[00 58] mm i 6 

2 - > 7 is >V- 4 - ( 3 -A V Y 'J /I ) - 5 - 
.[4- ( hU7/l-7j-D^^yl ) 7x -;l,.] -iH-xf 5 
/y'-;KSKA1018) 

1 H-NMR (250MHz. CDCl 3 ) £ : 1 . 27-1 . 76(m, 5H) , 1 . 76-1 . 96 



(in, 3H) , 2. 08-2. 26(m, 2H) ,2.85 (in, 1H) .7.11 (m.lH) . 7. 25 
(m , 1 H) . 7. 28 (d. J=2 . 4Hz, 1H) , 7 . 37 (d . J=S. 2Hz , 1 H) , 7. 42 
(d , J=S. 0Hz , 2H) , 7. 46 (d, J=S . 0Hz , 1H) , 7. 74 (d . J=S . 0Hz , 2 
H).8.58(brs.lH).8.S7(brs.lH), 
[0059] %%m 1 7 

2- (4-7D^-2-fxz;l) -4- (3-<f>F 
'J ;l- ) - 5 - ( 4 - :A f-/kZ/l 7 4 ~)l 7 x -71 ) - 1 
H-4 $^"V'-/l-(SKA0957) 

2- (4-7'o^-2-f-x-;l0 -4- (3--f> K 
■J/V) - 5- (4-^f;W7x-/l) -1 H-- f 5 
*'y"-/M140mg. 0. 30mmol ) (7)PK(5.0mL)^lt: , iiK 
U >7 2, (99mg . 0 . 36minoI ) <7)y\<. (2. 7inL ) JgjR £■ MiST' 8 

^7i^o-7|-^5 7^-{zJ;0f«^L. Hfl!^ 
ft(40«)S:f§fc. 

1 H-NMR (500MHz , DMS0-d s ) d : 2. 69 (s. 3H ) , 6 . 98 On . 1H) , 7. 1 
4(d, J=8.4Hz, 1H) ,7.17(m,lH),7. 51 On, 1H) ,7. 51(d,J=S.4 
Hz , 2H ) . 7. 64 (d , J=l . 1Hz. 1H) . 7. 67 (d , J=2. 4Hz , 1H) . 7. 69 
(d.J=l.lHz,lH),7.75(d,J=8.4Hz,2H),11.56(s,lH).12.8 

4 (s, ih) . mum 1 7 1 wmm'mz x o MTwt&b 

[006 0] »W18 - - ........ 

2->9u^^)V-A- (3-4 y YOU) -5- 

. ( 4 - * f;w /u 7 ^ 7 x ^yi ) - 1 h - a $ yy 

-;L-(SKA095S) 

1 H-NMR(500MHz, DMSO-ds ) d 1. 27(m, 1H) , 1. 30-1 . 42 (m, 2 
H) , 1.55-1. 66 On, 2H) , 1.690n. 1H) . 1.76-1. S5(m,2H) ,1.95 
-2.04 (m.2H) , 2. 67(s. 3H) .2. 71 (m, 1H) , 6. 94(m, 1H) , 7. 07 
(d, .1=7. 9Hz. 1H) . 7. 13 On, 1H) . 7. 43 (d , J=8. 5Hz , 2H) , 7. 46 
(d . J=8. 5Hz . 1H) , 7. 53 (d, J=2 . 5Hz , 1H ) , 7 . 70 (d , J=8 . 5Hz , 2 

H) ,11.41(brs.lH),11.82(brs,lH) 0 

[0061] mm\ 1 9 

4- (3-4yYV)V) -2-7x^-5- [4-. 
. ( 2 - 7 x -iVXj->V ) 7 x -;H - 1 H - A S y\f- 
;l-(SKA0989) 

zkSStflT. ( E ) - 4 - ( 3 - -i y Y U >V ) - 2 - 7 
X-/P-5- [4- ( 2-7 x^Hf -.'!•) 7x1 
/H -lH--f 5^y-;K63 nig, 0.14 mmol) i:10^N°7 
>^J±mM (5.0ms) <7)^^y -/K5.0mL)^?RS:SiST 1 

77 7 <- (H^S ; ^Jf-ty : S^X^-;l=4 : 1—3 : 

I) tciOfflBL, *aft^«i(57«g)tflW:. 

1 H-NMR (500MHz ,CDC 1 s ) : 2 . 89 (s , 4H) , 7 . OS (d . J =8 . OH z , 2 
H),7.15(m,lH),7.13-7.220n,3H),7.21-7.310n,3H),7.34 
-7.41(m.2H).7.41-7.500n.3H).7.530n.lH),7.60(brs,2 
H),7.93(d,J=7.3Hz,2H),S.35(brs,lH),9.30(brs,lHh 

mtm 1 9 .h(5]a^7fa(cj; 9fc[ToniftW2 0-2 2 



'■(8) 0 0 2- 1 1 4 7 S 0 (P 20 0 2— 1 1 4 7 8 0 A ) 



[00 6 2] mmn2Q 

4 - ( 3 - i y K 0 H') - 5 - [ 4 - ( 2 - 7 x -)l x 

f)V) 7x-Vl] -2- [4- ( 

7i-;l] - l H--f S ?V-/MSKA0990) 

1 H-NMR (500MHz, CDC1 3 ) 8 : 2. S9(s, 4H) , 7 . OS (d , J=S. OHz , 2 

H).7. 12<m. 1H),7. 13-7. 21 (m. 3H) . 7. 22-7. 31 (m.3H) .7.37 

(d.J=2.5Hz.lH).7.45(d.J=8.2Hz.lH),7.52(m.lH).7.5S 

(brs.2H).7.69(d,J=S.2Hz,2H).S.04(d,J=S.2Hz.2H).S.3 

7(brs.lH).9.50(brs,lH). 

[00 6 3] intra 2 1 

4- ( S-JyVOfl) - 5- [4 - ( 2-7i-)H 
f)V) 7x-)l] -2 - [2 - (MJ7/M-Q,Xf-*-). 
7 x — >l/] - 1 H ->f 5 ^'y'-;KSKA1002) 
• H-NMR (500MHz , CDC1 s ) 8 : 7. 07 (d. J=7. 2Hz. 2H) , 7 . 12-7. 2 
1 (m, 3H) , 7. 22-7. 31 (m. 2H) , 7. 34 (brs. 1H) , 7. 40 (brs, 1H) , 
7.44(d,J=7.8Hz.lH),7.4S-7.56(m,2H),7.63-7.74(in,3 
H) . 7. 7S (d, J=7. 9Hz, 1H) , 8. 24 (d , J=7. 8Hz , 1H) , S. 50 (brs, 
lH),9.44(brs.lH). 

[0 0 64] mmm22 

2 - [2. 6-y'7/^D7i-^] - 4- (3 -•-(>; 
FU/l ) - 5- [4- (2-7i-)lxf;P) 7x- 
;H - 1 W-A 5 *V-/U(SKA1013) 



ft « * * H 



Z 
3 

1 5 
1 9 

?. 1 



[00 67] 



7oyK-y»ll 

(51) Int. CI. 7 M8f£# 
A 6 1 P 35/00 
37/00 

(72)?|BM 351 ftfif 

(72) Jiffl Aii 

SOfcfHMMSfcffl3TB24*l^ TcIES! 



i H-NMR ( 500MHz . CDC 1 s ) 8 : 7 . 01 -7 . 09 (m . 4H) . 7 . 1 1 ( in , 1H) , 
7 . 15 ( d , J=S . OHz , 2H ) . 7 . 1 7 (m . 1 H) . 7. 20-7 . 28 ( ■ . 3H ) . 7 . 30 
(m,lH).7.34(d.J=2.2Hz,lH).7.41(d,J=S.lHz,lH).7.54 
(brd, 1H) . 7.60(brs.2H) . S. 4S(brs, 1H) . 9. 70(brs. 1H) . 

[ o 0 6 5 ] tmm i 

iE»t hitMiamnig^ 1 ojsfb smav -memjs 

mmzmmZlttzmX'9 6 well plated 5 x l O s cel 
ls/wellaf CO z 4 >=* jl^-^- ( 37*C. 5 

%co 2 > (cTEBr B i^»t^% tmri—botmid. 

fcWIM!:£fci8»$\ *h-?iiftfc««# 1 Opg/il. 
1 2. 5/iM (^^/-/i-ifcljWf^x/l-^ i-F 
0.25 % ) > =5:4 «fc -3 Kttftn L/c. C CM x^ 

( 3 7'C . 5%C 0 2 ) iZX 2 4 
*_Lii£IIICl. *S*±**'t:*ifL4 I L-6^«K 
£rfrH£tf>E LI SA^fyh (ENDOGEN. #EH2 
- I L-6 ) t/Zj: L/c, ttHMb&fta I L-6* 
4«llMffffltt*«E«Wi: ittBftft £ t (cJ; Off « L 
/Co j£H£^2£ijrr. 
[0066] 
[H3] ^2 



4 1 

4 1 

4 1 

4 8 

5 7 



F I (##) 
A 6 1 P 35/00 
37/00 

^mmmtumtmm 1-8-7 

(72) aEB k- , 

7^PMS^rtTWHBT2-55 

(72) m% m m=f- 

n^mm^m^mm 3-11-12 



1 t. - e <*£fl>afE;a 

(JS of inhibition) 



•' ( 9 ) 0 0 2 - 1 1 4 7 8 0 ( P 2 0 0 2 - 1 1 4 7 S 0 A ) 



<72)?tm^ 3± tf? F?-A(##) 4C063 AA01 AA03 AA05 BB01 CC>5 

»*Jl|*«fcm*ff|XtlLa£6 -12- 2 CC92 DD06 DM2 DD25 EEOl 

(72>»«B& V* Aim , m2 AA03 BC13 GA04 gaot 

mmMAmmwm&mmiso GA0S mao4 nau zbot zbi 5 

ZB26 ZC02 



